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DECLARATION OF PAUL POLAKIS, Ph D. 
I, Paul Polakis,Ph,D., declare and say as follows: , 

L» tJ ^ ^fnL^w by *° De P artme,rt of Biochemfetiy of the Michigan 
State University in 1984. My scientific Curriculum Vitae is attached to and forms 
part of this Declaration (Exhibit A). , IOrtns 

2. I am currently employed by Genentech, Inc. where my job title is Staff 

been leading GenenteCh's Tumor Antigen Project, which is a large research project 
wrth a primary focus on identifying tumor cell markers that find use as targete for 
both the diagnosis and treatment of cancer in humans. 

3 - As of the Tumor Antigen Project, my laboratory has been analyzing 
differential expression of various genes in tumor cells relative to normal cells 
The purpose of this research is to identify proteins that are abundantly expressed 
on certain tumor cells and that are either (i) not pressed, or (ii) expressed at 
lower levels, on corresponding normal cells. We call such differentially expressed 
protems'Wr antigen proteins". When such a tumor antigen protein! 
identified, one can produce an antibody that recognizes and binds to that protein 
Such an antibody finds use in the diagnosis of human cancer and may ultiinatelv 
serve as an effective therapeutic in the treatment of human cancer. . 

<k In the course of the research conducted by Genentech's Tumor Antigen 
?°i eCt ' ^i Sve em P ! °y^ av ^ety of scientific techniques for detecting and" 
studying differential gene expression in human tumor cells relative to normal cells 
at genomic DNA, mRNA and protein levels. An important example of one such 
technique is the well known and widely used technique of microanay analysis 
which hasprovento be extremely useful for the identification of mRNA molecules 
that are differentially expressed in one tissue or cell type relative to another In the 
course of our research using microarray analysis, we have identified 
approximately 200 gene transcripts that are present in human tumor cells at 
significantly higher levels than in corresponding normal human cells. To date we 

^!^ ted T h °?S * at . b S nd t0 ab0Ut 30 of *» Proteins ' 

expressed from these differentially expressed gene transcripts and have used these 
antibodies to quantitatively determine the level of production of these tumor 
antigen proteins in both human cancer cells and corresponding normal cells We 

cells Syzed *° IW * ° f ***** md Pr0tein " b0th ^ or md 

5 From, the mRNA and protein expression analyses described in paragraph 4 

.tT^PMA ° bSerVed ^ ^ iS a ^ ***** ctaSffito 
l evel of mRNA present m any particular cell type and the level of protein 
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TO * 916192350176 



P:5'6 



GNE.3230RIC39 



PATtfNT 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicant : Raton, et pi. 

Appl. No. : 10/063,557 

Filed : May 2, 2002 

For : SECRETED AND 

TRANSMEMBRANE 
POLYPEPTIDES AND NUCLEIC 
ACIDS ENCODING THE SAME 

David J. Blanchard 

1642 



Examiner 
Croup Art Unit 




pgCLARATlQN OF 1* c ms* 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



Dear Sin 

I, J, Christopher Grimaldi, declare and state as follows: 



a GagJMALDL UJMPEtt 37 CFR §L13? 



1. 1 am a Senior Research Associate in the Molecular Biology Department of 
Gcacntcch, inc., South San Francisco, CA 94080. 

2. My scientific Curriculum Vitae, including my list of publications, is attached to 
and forms part of this Declaration (Exhibit A). 

3. I joined Gcnentech hi January of 1999. Fiom 1999 to 2003, 1 directed the Cloning 
Laboratory in the Molecular Biology Department During this time 1 directed or performed 
numerous molecular biology techniques including semi-quantitative Polymerase Cham Reaction 
(PGR) analyses. I am currently involved, among other projects, in the isolation of genes coding 
for membrane associated proteins which can be used as targets for antibody therapeutics against 
cancer. In connection with the above-identified patent application, T personally performed or 
directed the semi-quantitative PGR gene expression analyses in the assay entitled "TumoT Versus 
Normal Differential Tissue Expression Distribution," which is described in EXAMPLE 18 in. the 
specification. These studies were used to identify differences in gene expression between tumor 
tissue and theiT normal counterparts. 

4. EXAMPLE 18 reports the results of the PGR analyses conducted as part of the 
investigating of severed newly discovered DNA sequences. This process included developing 
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For 



Examiner 
Group Art Unit 



Ratoti, et at. 

10/063,557 

May 2, 2002 
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David J. Blaachard 

1642 



DECLARATION OF J. CHRISTOPHE R GR1 MALDL UNDER 37 C.F.R. S 1.132 



Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Dear Sir: 

I« J. Christopher Grimaldi, declare and say as follows: 

h I am a Senior Research Associate in the Molecular Biology Department of 
Geneutcch, Inc., South San Francisco, CA 94080. 

2. T joined Genentech m January of 1999. From 1999 to 2003, 1 directed the Cloning 
Laboratory in the Molecular Biology Department During this time I directed or performed 
numerous molecular biology techniques including qualitative Polymerase' Chain Reaction (PCR) 
analyses, 1 am currently involved in, among other projects, the isolation of genes coding for 
membrane associated proteins which can be u$ed a$ targets for antibody therapeutics against 
cancer, fn connection with the above-identified patent application, I personally performed or 
directed the semiquantitative PCR analyses in the assay entitled "Tumor Versus Normal 
Differential Tissue Expression Distribution" ^vhich is described in EXAMPLE 18 in the 
specification that were used to identify differences in gene expression between turnoT tissue and 
tiicir tioTmal counteipaits. 

3. My scientific Curriculum Vitae, including my list of publications, is attached to 
and forms part of this Declaration (Exhibit A). 



4. Tn differential gene expression studies, one looks for genes whose expression levels 
differ significantly under different conditions, for example, in normal versus diseased tissue. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant 
App. No. 
Filed 
For 



Examiner 



Ashkenazi et al. 

09/903,925 

July 11, 2001 

SECRETED AND 
TRANSMEMBRANE 
POLYPEPTIDES AND NUCLEIC 
ACIDS ENCODING THE SAME 

Hamud, Fozia M 



Group Art Unit 1647 

CERTIFICATE OF EXPRESS MAILING 

I hereby certify that this correspondence is 
being deposited with the United States 
Postal Service with sufficient postage as 
Hist class mail in an envelope addressed to 
Commissioner of Patients, Washington 
D.C. 20231 on: 



(Date) 



Commissioner of Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



DECLARATION OF AVI ASHKENAZI. Ph.P UNDER 37 C.F.R1 S 1.132 



I, Avi Ashkenazi, PhJD. declare and say as follows: - 

1. I am Director and Staff Scientist at the Molecular Oncology Department of 
Genentech, Inc., South San Francisco, CA 94080. 

2. I joined Genentech in 1 988 as a postdoctoral fellow. Since then, I have 
investigated a variety of cellular signal transduction mechanisms, including apoptosis, and have 
developed technologies to modulate such mechanisms as a means of therapeutic intervention in 
cancer and autoimmune disease. I am currently involved in the investigation of a series of 
secreted proteins over-expressed in tumors, with the aim to identify useful targets for the 
development of therapeutic antibodies for cancer treatment 

3. My scientific Curriculum Vitae, including my list of publications, is attached to 
and forms part of this Declaration (Exhibit A). 

4. Gene amplification is a process in which chromosomes undergo changes to 
contain multiple copies of certain genes that normally exist as a single copy, and is an important 
factor in the pathophysiology of cancer. Amplification of certain genes (e.g., Myc or Her2/Neu) 



